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wherei| 

n is 0, \ or 2; 
m is 1 ot 2; 
X is S or D; 
Y is 0, S/SO or S0 2 ; 

Rl is selected from the group consisting of hydrogen, 5-membered heterocycles selected from 
the group consisting of: 




HN 




fir 



H«' S 0 



fir 



COOH, COOC r C fi alkyl, C&OarylC.-Qalkyl, COOCrQalkylcarbonyloxyC^Qalkyl and 
COOC^CealkylcarbonyloxyaWlC^Qalkyl; 



Ri is hydrogen, C,-C 6 alkyl, hydroxy or N^Rgj 



R3 is hydrogen, C r C 6 alkyl, aryld-Calkyl, CrC^lkylcarbonyloxyCrC.alkyl or C 1 
C 6 allcylcarbonyloxyarylC r C 6 alkyl) 



-2- 
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R,, R 5 and Rs are independently hydrogen, trihalomethyl, C r C 6 afkyl, aryl, arylC r C 6 alkyl, 
hydroxy, oxo, carboxy, carboxyC r C 6 alkyl, C r C 6 alkyloxy-car/onyl, aryloxycarbonyl, arylC r 
C 6 alkyloxycarbonyl, C r C 6 alkyloxy, C r C 6 alkyloxyC r C 6 alkvf, aryloxy, arylC r C 6 alkyloxy, 
aryloxyC r C s alkyl, arylCj-QalkyloxyCj-Cg-alkyl, thio, Chalky lthio, C r C s alkylthioC,- 
C 6 alkyl, arylthio, arylC r C 6 alkyl-ihio, arylCj-^alkylthipCrCsallcyl, NRgRg, C r 
CfialkylaminoCVCjalkyl, aryl-CrCsallcylaniinoC^Cfial^yl, dKarylQ-CsalkylJaminoCrCaalkyl, 
C,-C 6 allcyl-carbonyl, CrC^lkylcarbonylCrCsallcyykrylCrCfialkylcarbony], arylC,-C 6 - 
alkylcarbonylC r C 6 alkyl, C r C 6 alkyIcarboxy, C.-aalkylcarboxyCVQalkyl, arylcarboxy, 
arylcarboxyC r C 6 allcyl, arylC,-C fi alkylcarboxy JrylC r C 6 alkyl-carboxyC r C 6 alkyl, C r 
Qalkylcarbonylamino, C^CfiaUcylcarbonylam&ioC!-^^!, -carbonylNRgCrCsalkylCOR,, , 
arylCl-Cgalkylcarbonylamino, arylCrC^lmcarbonylaminoCVCfialkyl, CONR7R 8 , C,- 
C 6 alkylCONR 7 R 8 or arylaininocarbony^nitooG r C 6 alkyI; wherein the alkyl and aryl groups are 
optionally substituted as defined below and rJ is NR 7 Rg, or C,-C 6 alkylNR,R 9 ; 




Rj and R 8 are independently selected from hydrogen, C,-C 6 alkyl, aryl, arylQ-Cjalkyl, C r 
C 6 alkylcarbonyl, arylcarbonyl, aryk^alkylcarbonyl, C,-C 6 alkyl-carboxy or arylCj- 
C 6 alkylcarboxy wherein the alkyl and aryl groups are optionally substituted as defined in the 
lection of definitions; or R, andRg together with the nitrogen to whichlhey are attached'form a 
saturated, partially saturated/i aromatic monocyclic, bicyclic or tricyclic ring system 
containing from 3 to 14 carbon atoms and from 0 to 3 additional heteroatoms selected from 
nitrogen, oxygen or sulphur, the ring system can optionally be substituted with at least one C r 
C 6 alkyl, aryl, arylQ-Qa'lkyl, hydroxy, oxo, C r C 6 alkyloxy, arylCi-C 6 alkyloxy, C,-C 6 - 
alkyloxyC r C 6 alkyl, c/c 6 alkylamino-Ci-C 6 alkyl or NR^q, wherein R 9 and Ri 0 are 
independently selected from hydrogen, C,-C 6 alkyl, aryl, arylC r C 6 alkyl, Cj-Qalkylcarbonyl, 
arylcarbonyl, arylc/-C fi alkylcarbonyl, C,-C 6 -alkylcarboxy or arylC r C 6 alkylcarboxy; wherein 
the alkyl and aryl groups are optionally substituted as defined below; or 
R, and Rg are independently a saturated or partial saturated cyclic 5, 6 or 7 membered amine, 
imide or lactams 

wherein the optionally substituted alkyl groups are substituted with one or more groups 
independently^selected from halo, cyano, nitro, trihalomethyl, carbamoyl, hydroxy, oxo, 



MAY. 21. 2002 5: 19PM ±L*m ^ NO. 521 P. 10/25 



m 



COOR 3s CON^RB.Cj-Qalkyl, C r C 6 alkyloxy, aryloxy ,/arylC,-C 6 alkyloxy, thio, C r 
Qalkylthio, arylthio, aryKVCjalkylthio, NRA, C.-c/alkylamino, arylamino, arylC r 
Qalkylamino, di(arylC r C 6 alkyl)amino, C,-C 6 alkylcaybonyl, arylC,-C 6 -alkylcarbonyl, C r 
C 6 alkyl-carboxy, arylcarboxy, arylC,-C 6 alkylcarboxy, C r C 6 alkyIcarbonyl-amino, -C r 
QalkylaminoCORu, arylC,-C 6 alkylcarbonylamino/ tetrahydrofuranyl, morpholinyl, 
piperazinyl, -CONRyRg.-Cj-QalkylCONRfRg, orA saturated or partial saturated cyclic 5, 6 or 
7 membered amine, imide or lactam, wherein Rfo is 
C,-C 6 alkyl, aryl, arylC,-C 6 alkyl, C,-C 6 alkyloxy, aryloxy, arylC,-C 6 alkyloxy; 
and wherein the optionally substituted aryl group is substituted with a group selected from 
halo, nitro, cyano, trihalomethyl, C,-C 6 alky/ aryl, arylQ-Ccalkyl. hydroxy, COOR 3 , 
CONRA, C,-C 6 alkyloxy, C r C fi alkyJoxyc/-C 6 alkyl, aryloxy, arylC r C 6 alkyloxy, arylC 
C 6 alkyloxyC r C 6 alkyl, thio, C r C 6 a]kyml C r C 6 alkylthioC r C 6 alkyl, arylthio, arylC 
C 6 alkylthio, arylCrCfialkylthioC^Cjalkyl NR,R 8 , C r C 6 -alkylamino. C r C 6 alkylaminoC 
C 6 alkyl, arylamino, arylC r C 6 allcylaminft ayylC^Csalkyl-aminoCrQalkyl, di(arylC, 
C 6 alkyl)aminoC r C 6 alkyl, C r C 6 alkWarb^nyl, C r C 6 alkylcarbonylC,-C 6 alkyl, arylC 



r 

r 

r 



Qalkylcarbonyl, arylCj-Qalkyl-carbonylCrCsalkyl, C r C 6 alkylcarboxy, C r C 6 alkylcarboxyC r 
Qalkyl, arylC,-C 6 alkylcarboxy, arylC r C 6 alkylcarboxyC r C 6 alkyl, carboxyC r C 6 -alkyloxy, C r 
"QaUqacarbonylamino, C r C 6 alkylc7rbonylaminoC^all^l, -carbonylNR^C^C^alkylCOR^ 
arylC 1 -C 6 alkylcarbonylamino, arylC^C^alkylcarbonylaminoCj-Cjalkyl, -CONR/Rg, or -C r 
QalkylCONRyRg; 

with the proviso that when R, is COOH, R a , R 3 , R 4 , Rs. and R 6 are H, n and m are 1, and X 
is S, then Y is not 0, S, SO or- S0 2 ; 

when R^ Rg, R4, R 3 , and Rg are H, n and m are 1, X is S, and Y is 0, then R t is not 5- 
tetrazol; j 

when R t is COOH, Rz, R4, R 3 , and R 6 are H, n and m are 1, X is S, and Y is O, then R 3 is not 
5-tetrazol; / 

when Rj is COOH, Rj, RjR*, and R 6 are H, n and m is 1, X is S and Y is 0, then Rs is not 1- 
oxo-l,3-dihydro-isoindol-2-yl methyl, l,3-dioxo-l,3-dihydro-isoindol-2-yimediyl, ((4-oxo- 
chromene-4H-3-carbonyl^amino)methyl, l,3-dioxo-l,3-dihydro-isoindol-2-ylmethyI, ((4-oxo- 
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chromene-4H-3-carbonyl)amino)methyl, ((4-oxoychromene-4H-2-carbonyl)amino)methyl, (3- 
furan-3-yl-acryloylomino)methyl, (3-furan-2-yllcryloylamino)-methyl, ((3-oxo-indane-l- 
carbonyl)amino)methyl,2 1 4-dioxo-iWazolidini-ylmethyl ) 3,5-dimethoxy-benzoylamino- 
methyl, 5 ,6-dichloro-l ,3-dioxo-l ,3-dihydro-ifeoindol-2-yImethyl, 1 ,3-dioxo-l ,3 ,4,5,6,7- 
hexahydro-isomdol-2-ylmethyl, l,l,3-trioxaf-l,3-diliydro-lH-benzo[d]isotliiazol-2-ylmethyl, (4- 
metlioxy-benzenesulfonylaniinoj-metliyl, 2/metliyl-4-oxo-4H-quinazoliii-3-ylmeUiyl, or 1,3- 
dioxo- 1 , 3-dihydro-isoindol-2-ylmethyl ; 
when R t is COOH, Rj, R 3 , R4, and R s a/e H, n and m are 1, X is S, and Y is O, then Rg is not 
l,3,-dioxo-l,3-dihydro-isoindol-2-ylmethyl or acetylamino-metliyl; 

or a salt thereof with a pharmaceutical^ acceptable acid or base, or any optical isomer or 
mixture of optical isomers, a racemie mixture, or any tautomeric form, or prodrug thereof. 



2. (Amended) 



pound of Formula 1 



0 O-R, 




Formula 1 

wherein 
n is 0, 1 or 2; 
m is 1 or 2; 
X is S or O; 
Y is O, S, SO or SO^; 

Ri is selected from the group consisting of hydrogen, 5-membered heterocycles selected from 
the group consisting of; 
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H 



i<V 0H 



HN 



P 
-S 




0.* 

H f S o 



N'V SH 



/ H 



COOH, COOC,-C 6 alkyl, COqkryiq/c 6 alkyL, COOC r C 6 alkylcarbonyloxyCVC 6 alkyl and 
COOC r C 6 alkylcarbonyloxys 

R2 is hydrogen, C r C 6 alkyl, hydr 



R 3 is hydrogen, Cj-C 6 alkyl, aiyjc r C 6 &\ky\, C r C s alkyicarbonyloxyC r C 6 alkyl or C,- 
-e6all^learbonyloxyar-ylG r G 6 alfeyl^ 



R^ R 5 and R« are independently hydrogen, trihalomethyl, C r C 6 alkyl, aryl, arylC,-C 6 alkyl, 
hydroxy, oxo, carboxy, carboxyC,-C 6 alkyl, C r C 6 alkyloxy-carbonyl, aryloxycarbonyl, arylC,- 
C 6 alkyloxycarbonyl, C,-C 6 alkyloxy, C r C 6 alkyloxyC r C 6 alkyl, aryloxy, arylC r C 6 alkyloxy, 
arylC r C 6 alkyloxyC r C 6 -aIkyl, thio, C,-C 6 alkyl-thio, C r C fi alkylthioC 1 -C 6 alkyl J aryhhio, arylC,- 
C 6 alkyl-thio, arylC^CjalkylthioCrQalkyl, NRjRe, C.-CfialkylaminoCrCualkyl, aryl-C r 
C 6 alkylaminoC r C 6 alkyl, di(arylC,-C 6 alkyl)aminoC 1 -C 6 alkyl ) C r Qalkyl-carbonyl, C,- 
C 6 alkylcarbonylC,-C 6 aiyl, arylC,-C 6 alkylcarbonyl, arylC,-C 6 -alkylcarbonylC r C 6 alkyl, C r 
C 6 alkyl-carboxy, C 1 -C 6 alkylcarboxyC 1 -C 6 alkyl, arylcarboxy, arylcarboxyCj-C 6 alkyl, arylC,- 
C 6 alkylcarboxy, aiylcJCsalkyl-carboxyQ-Csalkyl, C r C 6 allcylcarbonylamino, C r 
C 6 alkyIcarbonyl-aminojC r C 6 alkyl, -carbonylNRaC.-QalkylCOR,, , arylC,-C 6 alkyl-carbonyl- 
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amino, arylC r C 6 alkylcarbonylaminoC r C 6 alkyl, CONRjRb, or CoCgalkyl-CONR^ wherein 
the alkyl and aryl groups are optionally substituted and R n is NR^, or C^C^kylNR,^; 

R, and R 8 are independently selected from hydrogen, C r C^alkyl, aryl, arylC r C 6 alkyl, C r 
C s alkylcarbonyl, arylcarbonyl, arylC,-C 6 alkylcarbonyl, JVQalkylcarboxy or arylC r 
C 6 alkylcarboxy wherein the alkyl and aryl groups are/6ptionally substituted; or 
R, and R 8 together with the nitrogen to which they are attached form a saturated, partially 
saturated or aromatic cyclic, bicyclic or tricyclic ring system containing from 3 to 14 carbon 
atoms and from 0 to 3 additional heteroatoms selected from nitrogen, oxygen or sulphur, die 
ring system can optionally be substituted mm at least one C r C 6 alkyl, aryl, arylC r C 6 alkyl, 
hydroxy, oxo, C r C 6 alkyloxy, ixylCfCpOfflw, C.-C^alkyloxyCrCfialkyl, C,-C 6 alkylamino- 
C r C 6 alkyl or NR^R,,,, wherein R, anfl R,/are independently selected from hydrogen, C,- 
C 6 alkyl, aryl, arylC r C s alkyl. Ci-<Z 6 aiyicarh6nyl, arylcarbonyl, arylC,-C 6 alkylcarbonyl, C r 
C 6 -alkylcarboxy or arylCi-C 6 alkylcarboxy; wherein me alkyl and aryl groups are optionally 
substituted; or \ / 

R 7 and R a are independently a saturated or partial saturated cyclic 5, 6 or 7 membered amine, 
imide or lactam; 



with rhe proviso that whenR, is COOH, R 2 , R 3 , R<, Rj, and R« are H, n and m are 1, and X 
is S, then Y is not 0, S, SO or S0 2 ; 

when Rj, R 3 , R*, Rj, and R« are H, n and m are 1, X is S, and Y is O, then R t is not 5- 
tetrazol; / 

when Rj is COOH, Rj, R*, R s , and R 6 are H, n and m are 1, X is S, and Y is O, then R3 is not 
5-tetrazol; j 

when Ri is COOH, Rj, R 3) R4, and R 8 are H, n and m are 1, X is S and Y is O, then R 5 is not 
1 -oxo-1, 3-dihydro-isoindol-2-yl methyl, l,3-dioxo-l,3-dmydro-isoindol-2-ylmemyl, ((4-oxo- 
chromene-4H-3-carbonyl)amino)methyl, 1 ,3-dioxo-l ,3-dihydro-isoindol-2-ylmethyl, ((4-oxo- 
chromene-4H^3-carbonyl)amino)metliyl, ((4-oxo-criromene^H-2-carbonyl)aniino)methyl, (3- 
furan-3-yl-acryloy lomino)methyl, (3-furan-2-yl-acryloylamino)-methyl, ((3-oxo-indane- 1- 
carbonyl)amino)methyl, 2,4-dioxo-thiazolidin-3-ylmethyl, 3 ,S-dimethoxy-benzoylamino- 
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Jcrf^ylr 



methyl, 5 ,6-dichloro-l ,3-dioxo-l ^-diliydro-isoinficJl^-ylmetliyl, 1 ,3-dioxo- 1 ,3 ,4,5 ,6,7- 
hexahydro-isoindol-2-ylmethyl, 1,13-triox^l^dity^ (4- 
medioxy-benzenesulfonylainino)-methy^ or 1 ,3- 

dioxo-l 3-dihydro-isoir4ol-2yylijiethyl; 

when Rj is COOH, R^CTand R s are H, n *nd m are 1, X is S, and Y is O, then R* is not 
l,3,-dioxo-l,3-dihv^ or acetylamino-methyl; 

or a salt thereofwith a pharmaceutical^ acceptable acid or base, or any optical isomer or 
mixture o^ptical isomers, a racemic mixture, or any tautomeric form. 



91. (Amended) A compositlon^mprising an effective amount of a compound of claim 1 together 
with one or more pharmap^u icaliy a^p^ptable carriers or diluents and an insulin sensitizer. 



ZZ1 



93. (Amended) A method of treating type I diabetejr^pe II diabetes, impaired glucose 
tolerance, insulin resistance or obesity cwnprtsing administering to a subject in need thereof an 
effective amount of a compottfid^f plalm 1 and an insulin sensitizer to said subject. 



-94.-(Amended)-Axoij(po&ifionxom 

with one or more pM^iiaceutical^cceptable carriers or diluents and an agent stimulating insulin 
release from (^eells, 



96, (Amended) A method of^atinkjype I diabetes, type II diabetes, impaired glucose 
tolerance, insulin resistant oj>tf6esity comprising administering to a subject in need thereof an 
effective amount of a^pompound according to claim 1 and an agent stimulating insulin release 
from P cells. 



97, (Amended) A composition! cp^rising a compound of claim 1 together with one or more 
pharmaceutical^ acceptable coders or diluents and an antiobesity agent. 



-8- 
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99. (Amended) A methi 
tolerance, insulin resL 
effective amount of a 




eating type I diabetes, type II diabetes, impaired glucose 
r obesity comprising administering to a subject in need thereof an 
of claim 1 and an antiobesity agent. 



Please add the following new claims; 



100. (new) A composition according to claim 91, wherein the insulin sensitizer is a 
thiazolidinedione or a pharmaceutically acceptable salt thereof. 

101 . (new) A pharmaceutical composition according to claim 91 , wherein the insulin senitizer 
is selected from troglitazone, ciglitazone, pioglitazone, rosiglitazone, 5-[[4-[3-Methyl-4-oxo-3,4- 
dihydro-2-quinazolinyl]meth^ 

yl)ethoxy]phenyl]-2-ethoxypropanoic acid or a pharmaceutically acceptable salts thereof . 

102. (new) A composition according to claim 91, wherein the insulin sensitizer is (-) 3-[4-[2- 
Phenoxazin-10-yl)ethoxy]phenyl]-2-ethoxypropanoic acid or a pharmaceutically acceptable salts 
thereof. 



103. (new) The method according to claim 93, wherein the insulin sensitizer is a 
thiazolidinedione or (0 3-[4-[2-Phenoxazin-10-yl)etlioxy]phenyl]-2-ethoxypropanoic acid or a 
pharmaceutically acceptable salt thereof. 

104. (new) The method according to claim 93, wherein the insulin sensitizer is selected 
from troglitazone, ciglitazone, pioglitazone, rosiglitazone, 5-[[4-[3-Methyl-4-oxo-3 3 4-dihydro- 
2-quinazolinyl]methoxy]phenyl-methyl]thiazolidiiie-2 s 4-dione or (-) 3-[4-[2-Phenoxazin-10- 
yl)etlioxy]phenyl]-2-ethoxypropanoic acid or a pharmaceutically acceptable salt thereof. 

105. (new) The method according to claim 93, wherein the insulin sensitizer is (-) 3-[4-[2- 
Phenoxazin-10-yl)ethoxy]phenyl]-2-ethoxypropanoic acid or a pharmaceutically acceptable salt 
thereof, 



